a t e l e t dysfunction in'the' pathogenesis of intra"entricu1ar hemorrhage (IVH) i s c o n t r o v e r s i a l . P l a t e l e t function t e s t i n g using p l a t e l e t rich plasma (PRP) was performed on 56 premature i n f a n t s (26-32 weeks gestational age, mean b i r t h weight 1156 gm) using aggregometry and a v i s c o e l a s t i c method. The Sonoclot' measures v i s c o e l a s t i c changes in plasma a f t e r r e c a l c i f i c a t i o n ; PRP has a c h a r a c t e r i s t i c Sonoclot" curve consisting of a lag time, primary wave, shoulder, secondary wave and downward t e rt i a r y wave. The secondary and t e r t i a r y waves r e f l e c t p l a t e l e t incorporation i n t o t h e c l o t and c l o t r e t r a c t i o n . Normal adult PRP Sonoclot@ values f o r t h e lag time, slopes and shoulder t o peak (S-P) i n t e r v a l have been reported.
858 Kolni. Jody R. Gross, (Spon. by Reba M. $/Ir Bavlor Col leae of Medicine. De~artment of Pediatrics. Houston.
-P l a t e l e t dysfunction in'the' pathogenesis of intra"entricu1ar hemorrhage (IVH) i s c o n t r o v e r s i a l . P l a t e l e t function t e s t i n g using p l a t e l e t rich plasma (PRP) was performed on 56 premature i n f a n t s (26-32 weeks gestational age, mean b i r t h weight 1156 gm) using aggregometry and a v i s c o e l a s t i c method. The Sonoclot' measures v i s c o e l a s t i c changes in plasma a f t e r r e c a l c i f i c a t i o n ; PRP has a c h a r a c t e r i s t i c Sonoclot" curve consisting of a lag time, primary wave, shoulder, secondary wave and downward t e rt i a r y wave. The secondary and t e r t i a r y waves r e f l e c t p l a t e l e t incorporation i n t o t h e c l o t and c l o t r e t r a c t i o n . Normal adult PRP Sonoclot@ values f o r t h e lag time, slopes and shoulder t o peak (S-P) i n t e r v a l have been reported.
Of t h e i n f a n t s studied. 22 (39%) had some deqree of IVH bv
QUANTITY OF CIRCULATING STEM CELLS IS PROPORTIONAL

TO THE HEMATOPOIETIC ACTIVITY OF THE HOST. ~bbas
Emami, Susumu Inoue, Dept. of P e d i a t r i c s , Wayne S t a t e University Schl. of Medicine, D e t r o i t , MI. To t e s t t h e hypothesis t h a t the q u a n t i t y o f blood stem c e l l s (CFU-C, BFU-E) r e f l e c t s t h e t o t a l hematopoietic a c t i v i t y of the h o s t , we assayed blood CFU-C and BFU-E i n 5 groups of s u b j e c t s : 1) normal children (ages 3 months-7 y r s . ) ; 2) normal a d u l t s ; 3) children with HbSS disease (ages 8-20 y r s . ) ; 4) cord blood; and 5) children with severe a p l a s t i c anemia (AA) a t diagnosis. lo6 mononuclear c e l l s separated from heparinized blood were cultured i n methylcellulose with e i t h e r f i b r o b l a s t conditioned medium (source of CSA) o r with 2 u n i t s of sheep e r y t h r o p o i e t i n . Results below a r e expressed a s the number of day 12-15 colonies/ m l of blood + S.E.. (Figure i n . .
PRP ($M A D P ) ? n t h e s e i n f a n t s did not d i f f e r s i g n i f i c a n t l y HbSS cord blood
AA
--
from t h a t of 34 i n f a n t s without IVH (YiSEM . .
meter and a l l of the mean values in both groups were s i m i l a r t o ;ity of c i r c u l a t i n g stem c k~l s i s proportional t o t h e o v e r a l i reported normal adult values.
hematopoietic a c t i v i t y of the h o s t .
on day t h r e e . Sonoclot" values on day one were (&EM):
The cord blood and bIood from HbSS p a t i e n t s showez s i g n i f i c a n t l y
MEMBRANE LIPID FLUIDITY AND FILTERABILITY OF HUMAN
Bifano, and J . C . Freedman. Depts. of Pharm., Peds., Physiology, m u p s t a t e Med. C t r . , Syracuse, NY.Spon,tj.\Jillips
Red Blood Cells (RBC's) of human newborns have a number of d i f f e r e n t c h a r a c t e r i s t i c s from those of a d u l t s . In order t o increase understanding of these d i f f e r e n c e s , membrane l i p i d f l u i d i t y (MLF) as indicated by the fluorescence polarization of diphenylhexatriene (DPH) and f i l terabi l i t y ( F ) a s a gross measure
of c e l l deformability were compared in the presence and absence of calcium. DPH fluorescence polarization in f r e s h i n t a c t c e l l s from adults was 0 . 2 8 2 t . 0 1 1 (~.~.~= 1 4 ) , s i g n i f i c a n t l y less than 0.327+0.010(S.D.,n=7) in newborns. While q u a n t i t a t i v e estimates from DPH fluorescence polarization a r e subject t o u n c e r t a i n t i e s , the r e s u l t s suggest decreased f l u i d i t y in the hydrophobic core of red c e l l membranes of newborns. This i s consistent with the g r e a t e r proportion of saturated f a t t y a c i d s in RBC membranes f rom newborns.
Treating RBC's from a d u l t s with 1uM Ca ionophore A23187 a t 5 mMCaC12, decreases F by 4 9 + 1 2 % ( S .~. , n = 4 ) . In c o n t r a s t MLF of RBC's i s unchanged with 1uM A23187 and 5 mMCaC12. RBC's from newborns e x h i b i t decreased F a t 0 mM and 5 mMCa in comparison with RBC's from a d u l t s . Experiments with Ca demonstrate cond i t i o n s under which F and MLF a r e independent and uncorrelated parameters. When Ca induces echinocytosis and decreases F i t does s o without causing bulk changes in the hydrophobic core of the membrane. Ca must e x e r t i t s e f f e c t s e i t h e r on the polar l i p i d headgroups or on the cytoskeletal proteins. Although hypertension and azotemia a r e recognized complicat i o n s of cyclosporin-A (C) i n r e n a l and bone marrow t r a n s p l a n t s , generalized proximal tubulopathy, o r the FS, is not a recognized consequence. An 8-year-old bone marrow t r a n s p l a n t r e c i p i e n t receiving C a t 3 mg/kg/24 h r developed glucosuria on day 87 and hypertension and azotemia (serum c r e a t i n i n e 2.3 mgldl; c r e a t inine clearance 60.9 ml/min/1.73 M~) on day t14. 
The groups did not s i g n i f i c a n t l y d i f f e r i n any Sonoclot para- The p a t i e n t a l s o had generalized aminoaciduria and required replacement therapy with Mg (38 mg/kg/24 h r ) , PO4 (368 mglkg), Ca (30 mg/kg), HCO3 (1.5-2 mEq/kg), Na (3-4 mEq/kg) and K (3-4 mEq/kg) t o c o r r e c t serum chemistry abnormalities. After discontinuing C f o r 75 days, the azotemia and hypertension have reversed, but evidence For FS p e r s i s t s . Although FS may have res u l t e d from acute r e n a l f a i l u r e associated with C therapy, the persistence of t h i s generalized tubulopathy a f t e r r e v e r s a l of azotemia makes acute r e n a l failure-induced FS l e s s l i k e l y . The presence of s u b s t a n t i a l numbers of leukemic c e l l s following completion o f induction therapy f o r acute nonlymphocytic leukemia o r d i n a r i l v i n d i c a t e s o e r s i s t e n c e of leukemia and i s f o llowed by compl&e relapse. ' We r e p o r t 2 cases i n which leukemic c e l l s were present f o r 1-2 weeks a f t e r completion of induction therapy, y e t complete remission was documented 7-12 days l a t e r without f u r t h e r induction treatment. They were t r e a t e d with s t a n - Dnm, Ara C x 3 Several explanations a r e possible. The majority of leukemic c e l l s may have been i r r e p a r a b l y damaged by chemotherapy but were s t i l l a b l e t o go through several d i v i s i o n s , a type of bone marrow damage seen in experimental whole body i r r a d i a t i o n . I t i s a l s o poss i b l e t h a t the therapy reduced the tumor load and the body managed t o r i d i t s e l f of a now manageable load of leukemic c e l l s by some mechanism in response t o the leukemia. The mode of a c t i o n of t h i s response could involve promotion of d i f f e r e n t i a t i o n which has been shown both i n e s t a b l i s h e d and f r e s h APL c e l l l i n e s . ble hope t h a t investigations of cases such a s ours can determine which of these mechanisms may p e r t a i n , s i n c e the implications f o r therapy would vary considerably.
INHIBITION OF TUMOR GROWTH B Y DIETARY RESTRICTION OF
.f. 863 SODIUM. Burton P : F i n e , Thomas N . Denny, Nancy J.
---Lestrange and Thomas R. W a l t e r~, UMDNJ-New J e r s e y Medical School, Newark, N . J . (Spon. by 0. Robert Levine) Previous animal s t u d i e s have shown t h a t generalized malnutrit i o n r e s u l t s i n t h e i n h i b i t i o n of tumor growth. W e have developed an animal model i n which r e s t r i c t i o n of d i e t a r y sodium i n growing animals r e s u l t s i n r e t a r d a t i o n of normal protoplasmic growth. This study e v a l u a t e s t h e growth of a s o l i d tumor during d i e t a r y sodium r e s t r i c t i o n . T h i r t y 6 w k . B D F mice were i n j e c t e d subcutaneously with approximately 10' via51 e R 1 6 melanoma cel I s a s detelmdned by trypan blue exclusion technjque. A s a l t d e f icient d i e t ( l e s s than 3urq Na/gm) Kas provided ad-libitum. The drinking s o l u t i o n f o r t h e c o n t r o l group w a s h-lf normal s a l i n e and f o r t h e experimental group t h e solution was d i s t i l l e d water. The animals were sacrificed 24 days a f t e r t h e injection of t h e melanoma c e l l s . Tumor s i z e was determined by t r i p l i c a t e measurements of t h e x and Y axes of t h e tumor mass. The means of t h e X and Y were c a l c u l a t e d and tumor m-ss determined bv 
--
The tumor growth tended t o be exponential I n t h e control group and l i n e a r i n t h e expi-rirwntal group. I n t h l s experimental r,odel, r e s t r i c t j o n of djctary sc~dlurr, decreased t h e i n i t l -t i o n of tumsr t a k e s and ~n h i t l t e d t h e qrowth of ttre tumor.
